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A review describes evidence that ibogaine modulates the drug 
effects in animals. Exptl . results show that ibogaine modulates 
various opiate effects in rats, as well as potentiates opiate-induced 

anal gesia and lethality and interferes with morphine tolerance ~i 
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ibogaine modulates the rewarding properties of stimulants and 
interferes with the rewarding properties of morphine. (c) 2001 Academic 
Press . 
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The effects of ibogaine, an alkaloid isolated form the bark of the African 
shrub, Tabernathe iboga, and noribogaine, a metabolite of ibogaine, on' 
morphine antinociception were determined in male Swiss-Webster mice. Mice were 
rendered tolerant to morphine by implanting them with a pellet containing 25 
mg of morphine base for 3 days. Placebo pellet - implanted mice served as 
controls. The antinociception of morphine (10 mg/kg, s.c.) was determined 
alone or m combination with an appropriate dose of ibogaine or 
noribogaine. Tolerance to morphine developed as a result of morphine 
pellet implantation as evidenced by decreased antinociceptive response to 
morphine. Both ibogaine and noribogaine dose-dependently enhanced 
morphine antinociception in morphine- tolerant but not in morphine-naive 
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mice. It is concluded that ibogaine and noribogaine enhance morphine 
antinociception in morphine- tolerant mice. 
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PUBLISHER: Elsevier Science B.V. 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB It has been reported that kappa-opioids produce greater analgesia 

in women than in men. Sex differences are also apparent in drug-induced 
behaviors. Repeated administration of cocaine (25 mg/kg) produced a 
greater locomotor and sensitization response in C57BL/6By female mice. It 
was examined whether the increased sensitization in females to repeated 
cocaine administration was related to differences in kappa-opioid 
responses. The effects of the kappa agonist U62066 (spiradoline mesylate) 
on cocaine-induced locomotor stimulation in vivo and NMDA-mediated 
dopamine release in vitro were measured. In male, but not female mice, 
U62066 (1 mg/kg) given 3 0 min before cocaine potentiated the locomotor' 
stimulation of an acute cocaine administration. U-62066 did not affect 
the development of locomotor sensitization with repeated cocaine 
administration (25 mg/kg s.c, once daily for 3 days), and a further 
enhanced response was not seen on days 2 and 3. It was then examined 
whether dopamine release, measured in vitro, plays a role in sex dependent 
differences in kappa-opioid- or NMDA- modulated dopaminergic function. In 
tissue perfusion studies, the in vitro NMDA (25 nM) -evoked release of 
labeled dopamine from striatum was lower in females (fractional 
releasees. 4±0. 4 and 4.0+0.4 in male and female mouse striatum). 
U62066 (1 |^M) and ibogaine (1 m) , an indole alkaloid 

claimed to be useful in the treatment of drug addiction that acts in part 
at the kappa-opioid receptor, both reduced the NMDA (25 joM) -evoked 
release of dopamine. Inhibition of the release was significantly greater 
in tissue from male mice. Prior in vivo cocaine administration did not 
alter the NMDA-evoked dopamine release. Our studies indicate that 
kappa-opioid and NMDA receptor activity show differences between female 
and male mice that may account for differences in cocaine- induced 
behaviors, but do not exclude the role of other heteroceptors modulating 
dopamine release. 
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AB The effects of noribogaine, a metabolite of ibogaine, on the development 

of tolerance to the antinociception action of morphine was determined in mal« 
Swiss-Webster mice. Ibogaine is an alkaloid isolated from the bark of the 
African shrub, Tabernanthe iboga . Morphine tolerance in mice was 



developed by two different methods. Mice were rendered tolerant to 
morphine either by s.c. implantation of a pellet containing 25 mg morphine 
free base for 4 days or by injecting morphine (20 mg/kg, s.c.) twice a. day 
for 4 days. Placebo pellet implanted mice or vehicle injected mice served 
as controls. To determine the effect of i.p. administered noribogaine on 
tolerance development, the drug was injected in the appropriate dose twice 
a day. In pellet implanted mice, a dose of 20 mg/kg of noribogaine 
attenuated the tolerance to morphine whereas lower doses had no effect. 
Similarly, in mice given multiple injections of morphine, noribogaine 
attenuated tolerance development at 20 and 40 mg/kg doses. Previous 
studies from this laboratory had shown that ibogaine at 40 and 80 mg/kg doses 
inhibited tolerance to morphine. Because noribogaine could attenuate 
morphine tolerance at lower doses than ibogaine, it is concluded that the 
attenuating effect of ibogaine on morphine tolerance may be mediated by 
its conversion to noribogaine, a more active metabolite. 
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Effects of ibogaine on the development of tolerance to 
antinociceptive action of , 5- and 
K-opioid receptor agonists in mice 
Cao, Ying-Jun; Bhargava, Hemendra N. 

Department of Pharmaceutics and Pharmacodynamics (m/c 
865), The University of Illinois at Chicago, Health 
Sciences Center, 833 South Wood Street, Chicago, USA 
Brain Research (1997), 752(1,2), 250-254 
CODEN: BRREAP; ISSN: 0006-8993 
Elsevier 
Journal 
English 

The effects of ibogaine, an alkaloid isolated from the bark of the African 
shrub, Tabernanthe iboga, on the development of tolerance to the 
antinociception action of morp h ine , U-50,488H and [D-Pen2,D- 
Pen5] enkephalin (DPDPE) , "which are u.- , k- and 5-opioid 

receptor agonists, resp., were determined in male Swiss-Webster mice. Mice 
were rendered tolerant to opioid receptor agonists by injecting morphine 
(20 mg/kg, s.c), U-50,488H (25 mg/kg, i.p.) or DPDPE (20 ug/mouse, 
i.c.v.) twice a day for 4 days. Ibogaine (20, 40 or 80 mg/kg, i.p.) given 
twice a day for 4 days did not alter the tail-flick latency. Ibogaine (40 
or 80 mg/kg, i.p.) injected 10 min before each injection of morphine 
inhibited the development of tolerance to the antinociceptive action of 
morphine, however, the lower dose of ibogaine (20 mg/kg, i.p.) was 
ineffective. Ibogaine (20, 40 or 80 mg/kg, i.p.) given prior to the 
injection of U-50,488H or DPDPE did not modify the development of 
tolerance to their antinociceptive action. It is concluded that ibogaine 
inhibits selectively the development of tolerance to the antinociceptive 
action of u.- but not k- or 5-opioid receptor agonists in 
mice . 
REFERENCE COUNT : 



26 



THERE ARE 26 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L3 ANSWER 8 OF 15 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 



AUTHOR (S) : 
CORPORATE SOURCE: 



SOURCE : 

PUBLISHER: 
DOCUMENT TYPE: 



CAPLUS COPYRIGHT 2 0 05 ACS on STN 
1997:156627 CAPLUS 
126:246705 

Effects of ibogai ne and noribogaine on the 
antinociceptive action of~~jT- ,~S- "and 
K-o pioid rece ptor agonists in mice 

Bhargava, Hemendra N. ; Cao, Ying-Jun; Zhao, Guo-Min 
Department of Pharmaceutics and Pharmacodynamics (M/C 
865) , The University of Illinois at Chicago, Health 
Sciences Center, 833 South Wood Street, Chicago, USA 
Brain Research (1997), 752(1,2), 234-238 
CODEN: BRREAP; ISSN: 0 0 06-8 993 
Elsevier 
Journal 



LANGUAGE : English 

AB Ibogaine, an alkaloid isolated from the bark of the African shrub, 

Tabernanthe iboga, has been claimed to decrease the self -administration Q f 
drugs of abuse like morphine, cocaine and ale. To determine whether these 
effects are mediated via opioid receptor systems, the effects of ibogaine 
and its metabolite, noribogaine on the antinociceptive actions of 
morphine, U-50,488H and [D- Pen2 , D-Pen5] enkephalin (DPDPE ) which are u- 
k- and S-opioid receptor agonists, resp., were determined in male 
Swiss-Webster mice. Administration of morphine (7 or 10 mg/kg, s.c.), 
U-50,488H (15 or 25 mg/kg, i.p.) or DPDPE (10 ng/mouse, i.e. v.) 
produced antinociception in mice as measured by the tail-flick test. 
Ibogaine (10, 20 or 40 mg/kg, i.p.) by itself did not alter the tail-flick 
latency. The same doses of ibogaine injected 10 min before the opioid 
drugs did not modify the antinociceptive actions of morphine, U-50,488H or 
DPDPE . Ibogaine administered 4 h or 24 h prior to morphine injection did 
not modify the antinociceptive action of the latter. A dose of 40 mg/kg 
(i.p.) of noribogaine enhanced the antinociceptive activity of morphine 
(10 mg/kg, s.c.) . Similarly, the doses of 40 and 80 mg/kg of noribogaine 
enhanced the antinociception produced by a smaller dose of morphine (5 
mg/kg, s.c). However, antinociception induced by U-50,488H and DPDPE was 
not modified by noribogaine (10-40 mg/kg) . It is concluded that ibogaine, 
which has been suggested to decrease the self -administration of cocaine 
and opiates like heroin in humans, does not produce such an action by 
interacting directly with multiple opioid receptors. However, the 
metabolite of ibogaine enhances the antinociception of morphine but not of 
U-50,488H or DPDPE. Thus, in vivo evidence has been provided for the 
possible interaction of ibogaine with u.-opioid receptor following its 
metabolism to noribogaine. 
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CORPORATE SOURCE: Department of Pharmacology and Neuroscience, A- 136, 

Albany Medical College, 47 New Scotland Ave., Albany, 
NY, 12208, USA 

SOURCE: Brain Research (1996), 741(1,2), 258-262 

CODEN: BRREAP; ISSN: 0 006-8 993 
PUBLISHER: Elsevier 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB The potential modulation of morphine antinociception by the putative 

anti-addictive agent ibogaine and its active metabolite (noribogaine) was 
investigated in rats with the radiant heat tail-flick test. Ibogaine 
pretreatment (40 mg/kg, i.p., 19 h) significantly decreased morphine (4 
mg/kg, s.c.) antinociception, with no effects in the absence of morphine. 
However, co-administration of ibogaine (1-40 mg/kg, i.p.) and morphine (4 
mg/kg, s.c.) exhibited a dose-dependent enhancement of morphine 
antinociception. Co-administration of noribogaine (40 mg/kg, i.p.) and 
morphine also resulted in an increase in morphine antinociception, while 
noribogaine pretreatment (19 h) had no effect on morphine antinociception. 
The results show that ibogaine acutely potentiates morphine 
antinociception and that noribogaine could be the active metabolite 
responsible for this effect. However, the inhibitory effects of a 19 h 
ibogaine pretreatment, which resemble ibogaine-induced inhibition of 
morphine's stimulant properties, cannot be accounted for by noribogaine. 
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Siegel, Shepard; Kim, Joseph A. ; Weise-Kelly, 
Lorraine; Parker, Linda A. 

Department Psychology, McMaster University, Hamilton, 
ON, L8S 4K1, Can. 

Experimental and Clinical Psychopharmacology (1996), 
4(3), 258-263 

CODEN: ECLPES; ISSN: 1064-1297 
American Psychological Association 
Journal 
English 

The results of 3 expts . demonstrated that (a) 20 mg/kg ibogaine 
(but not 10 mg/kg), administered 30 min bef orejjor£hine j/ attenuates the 
development of tolerance to the analgesic effect of morphine in 
rats; (b) this 20 mg/kg dose of ibogaine, if administered 5 h 
before morphine, has no effect on tolerance development; and (c) a high 
dose of ibogaine (40 mg/kg) , administered 24 h before morphine, 
does not affect analgesic tolerance (despite reports that this 
dose of ibogaine, administered 1 day before morphine, modulates 
the neurochem. and reinforcing effect of the opiate. The findings are 
discussed in the context of suggestions that ibogaine be 
evaluated as a treatment for opiate dependence, and recent research 
indicating that ibogaine is an N-methyl -D-aspartat e antagonist. 
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High affinity ibogaine binding to a mu opioid agonist 
site 

Codd, Ellen E . 

Drug Discovery, R. W. Johnson Pharmaceutical Research 
Institute, Spring House, PA, 19477-0776, USA 
Life Sciences (1995), 57(20), PL315-PL320 
CODEN: LIFSAK; ISSN: 0024-3205 
Elsevier 
Journal 
English 

The naturally occurring indole alkaloid ibogaine is of interest 
because of its reported ability to block drug-seeking behavior for 
extended periods. The compound also potentiates morphine- induced 
analgesia in mice and reduces certain nal trexone-precipitated withdrawal 
signs in morphine-dependent rats. Although these results might suggest 
ibogaine interaction with opioid receptors, previous receptor 
binding studies (Brain Res. 571:242-247, 1980) found that ibogaine 
had a Ki value of only 2 nM for the kappa opioid receptor and was 
virtually inactive in blocking mu and delta receptor binding (Ki > 100 
MM) . The present investigation of ibogaine interaction with 
the mu opioid receptor from mouse forebrain labeled with [3H] -naloxone, 
however, yielded significantly more potent mu opioid Ki values. LIGAND 
anal, indicated that the data were best fit by a two site binding model, 
with Ki values of about 130 nM and 4 uM, reflecting ibogaine 
recognition of different agonist affinity states of the receptor. 
Inclusion of 100 mM NaCl in the assay to induce the agonist low affinity 
state of the receptor, reduced ibogaine' s inhibition of 
[3H] -naloxone binding. These results suggest that ibogaine is 
an agonist at the mu opioid receptor with a Ki value of about 130 nM, 
potentially explaining ibogaine * s antinociceptive effects as 

well as its reported reduction of opioid withdrawal symptoms and attenuation 
of drug seeking behavior. 
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Medicinal chemical studies of anti - inflammatory and 
analgesic natural products 
Shen, Tsung-Ying 

Chem. Dep., Univ. Virginia, Charlottesville, VA, 
22903, USA 

Journal of the Chinese Chemical Society (Taipei) 



(1995), 42(4), 617-21 
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AB A symposium, following the discovery of salicylates and its conversion to 
aspirin, natural products research has provided many promising leads for 
further modification as anti -inflammatory and analgesic agents . 
Recent studies have focused on biosynthesis inhibitors of eicosanoids and 
receptor antagonists of the platelet activating factor, including a new 
class of dual functional inhibitors derived from neolignans. The highly 
potent analgesic alkaloid epibatidine from the frog skin has 
been synthesized and recharacterized as a very strong acetylcholine 
nicotinic receptor agonist. Some novel epibatidine analogs have shown 
promise as potential central nervous system drugs and research probes for 
clarifying the ant i -addictive property of the African alkaloid 
ibogaine . 



L3 ANSWER 13 OF 15 CAPLUS COPYRIGHT 2005 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC . NUM . COUNT : 
PATENT INFORMATION: 



1973:97857 CAPLUS 
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Acyl derivatives of 10 -methoxyibogamine 

Epstein, Joseph William; Goldman, Leon 

American Cyanamid Co. 

U.S., 3 pp . 

CODEN: USXXAM 

Patent 

English 

1 



PATENT NO. 



KIND 



DATE 



APPLICATION NO. 



('" "US 3715361 A 19730206 

PRI&RJT'Y APPLN . INFO. : 

GI For diagram(s), see printed CA Issue. 
AB The title compds . (I, R, = H, CHO; Rl 
prepared by acylati on of ibogaine 7l7 



US 
US 



1971-187895 
1971-187895 



_ Ac, CHO, H; R2 
R* = Rl = R2 = ST 



DATE 



A 



19711008 
19711008 



of DMF-POC13rMe^rT7cHCl)Cl-CHC13, s - triazine - CF3 C02H , _ _ 
I showed analgetic and antiinflammatory activity in rats with 
doses of 50 to 250 mg/kg . 



= Ac_, H) were 
with mixts . 
or AcOH-Ac20-BF3 
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US 2817623 19571224 US 

Tabernanthine and ibogaine potentiate analgesics, 

e -9w«rehine^codeine, dihydromorphinone , dihydromethylmorphinone , 
pantopon, ethyrmorpTTTTie , ketobemidon, meperidine, dihydrocodeinone 
dihydromorphine, dihydrodeoxymorphine , dihydrodeoxycodeine , 
DL-3-methoxy-N-methylmorphinan, and DL-3 -hydroxy-N-methylmorphinan 
ratio of the indole alkaloid to the analgesic component is 
0.5-20:1. The ingredients may be incorporated in injectable solns 
tablets, or capsules. 
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Potentiating action of ibogaine (Bogadin TM) 

on morphine analgesia"" ~~ 

Sctmeidei-r- TJ. A r; McArthur, Marie 

Ciba Inc., Summit, NJ 

Experientia (1956), 12, 323-4 
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Journal 
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ibogaine-HCl (I) has a marked potentiating effect on 

ketobemidone, codeine, and Demerol, but not on aminopyrine 
tive combination with II was 3 mg . with 24 mg. I. The 
II combinations is greater than for either alone; the L.D.5 
. appears to be about 70 mg . of each. 



